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c. Nat’ 1l Acad. Sci. USA 89:4285 (1992), S
andhu, Crit. Rev. Biotech. 12:437 (1992),
EU'SingerbH, J. Immun. 150: 2844 (1993) iIzkviH
BHENhTWW3, LeungdH, Mol. Immunol. 32:1413 (19
95) OFITHIZE MELAEL L 2Hih0MEL AL TV,

[0041]

MORBEHIETIL, EBAOHER. b b/ I u—FAkikThs, 20k
SpfkiR, FIRF X LU DIUGEL T, BEOE MR ER T DIz, T
ALHELE] P AV 2=y 2w RbEbN3, ZOHERTCIR, & FH
FHER LSV OBEREN, REOHEHR UL SEAEEMNIC LTRSS E-RE
MR DEPNE Y AORBKICEASIh S, PRV z=mw ORI,
b FMRURICKERIE FRKEZ AR T L BARTHY, X, EOTTREE
MAGGWAEDNANA T Y F—~ZERTZDOICAVB L HARTHSE, T
AVzzmy v URAPbE MkEEBEHEIX. Greenb, Nature
Genet. 7:13(1994), Lonbergh, Nature 368
:856 (1994) B*Taylor®b, Int. Immun. 6:579 (
1994) IKXVEAIHATNS,

[0042]
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4. HiETR DEE
EFERIX, FICD 2 2HERVCD 1 9F&E XL, BOBRMZABRRED
WRZHAWDZEZRELTWVWS, FiEOAL., MEOEAEMKSR, XiX
A% 3—FT3DNARE. col i CREIVAZLIIVEANTZZ L
MNERETH D,

[0043] _

LA IX, #EROFEICLY, FESEDORTS S U RiF L ERIZ &
STHBIZENTARTHS, AL, HEEFL o CHRMICARTA LI
LOREHAZENLT, F (ab’ ) , IRENES5 SR RHETZZ L
REARTHD, ZOBKETIC, FA—ABRERE, ALY 4 FREGOBR
DORERELDANTE RYNVEOREELHEICHNCTHREL, 3. 58 Fa
b’ — TR ZERT D ERAETHD, HOBREE LT, YUV EAV
SERMARTIL. 220—fiF a bMIHRUF c A BNHEBEICERT 2. Thb
DOXHEE, fzxi¥Goldenber g, XEHHNo. 4, 036, 945k
U4, 331, 64 TECZENLIZEROSRIMICBH I TS, X N
isonoff&b, Arch Biochem. Biophys. 89:230
(1960) :Porter, Biochem. J. 73:119 (1959)
, Edelmant, in METHODS IN ENZYMOLOGY V
OL. 1, page 422 (Academic Press 1967) 30
iZ, Coligan®=—Y 2, 8, 1—2. 8. 10RU2. 10—2. 1
0. 4 HBROZE, MANERRAKCL VBBINAHRIKEST IR,
H$E ML C—lL —HEWA 2 EN LAY, B2 580 OBIZ, RV B0
BEERE). {LFEM. BETHERO L > RREREOEZHOMOFEZAVTE X
Vi,

' (0044]

P, Fvifhidk, VSV oS0 bR2, Z0&E1Inbar b,
Proc. Nat’ 1l Acad. Sci. USA 69:2659 (1972
) KERINTVWA IS ICHEERETHY XD, Th—F. TOTEHINTF

MUALT 4 FREAICLVBEBLES L. i, SAFLTAFE FOL5 L
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EHHIC L VRBREAT I LATETH D, MXif, EEDSandhu%8
ROz,
[0045]) ,

EDOF vBIREIRTF FY U H—IC L VERET AV SHEV E#DNBRE T &N
FELW, ZThoDBEFRFESER (sFV) ik, FVIX7LEFRicky
BREENDV, SEREV, SR%a— FT3DNARSD O RIMENRET &

BT LICLVAMINRD, HENBEFE2RIAS F—ITHBRAR, HW
" TE. col i DX REEHMRCEATS, MABXEEMAIR. 2o0VHE
BAERBELIDY VA—_TFFERETHIR—RYIRTF +HESRT D, s F
VEEETDHER. B, Whitlowhb, Methods:A Com
panion to Methods in Enzymology 2:97 °
(1991) LLoHEBREINTWS, ¥/, Birdb, Science 24
2:423 (1988), Ladnerb, XE#%¥No. 4, 946, 778
, Packb, Bio/Technology 11:1271 (1993),
ECREREOSand hubXBREOZ L,

[00456])

FLEW A ORI GKIL, H—ORBHRER (CDR) #a— K3 3_7F
FThd, CODRRIFF ( IR/ABIBEAL) ) X, BE5T2HENOCDRE=
— Y ARETFEMETHLICLVBH LBTERTHS, Z0OL ) RBETF
S, BRI, REEMBRORNAPLITEEREERTI2OLRY 2 F—HH
FHREEFES>THEMENS, BIZIE, Larrickb, Methods : A
Companion to Methods.in Enzymology 2
:106 (1991) :Courtenay—Luck, Genetic M
anipulation of Monoclonal Antibodies
y J in MONOCLONAL ANTIBODIES:PRODUCT!I
ON, ENGINEERINGRUCLINICAL APPLICATION
, Ritterb (eds. ), pages 166—179 (Cambrid
‘'ge University Press 1995) *Wardb, (Gen
etic Manipulation&UExpresSion of Ant -
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ibodies,] in MONOCLONAL ANTIBODIES:P
RINCIPLESRUAPPLICATIONS, Birchb, (eds.
), pages 137—185 (Wiley—Liss, Inc. 1995)
PBROZL,

[0047])

5. GREHEHRORM

FFEHIL., BARESEEOBRRNREEZEILDICAFHAEEZAVIOLA
Bic, [80o) MICD2 25RUHCD L 9OREEAVWE I LR LTWA
o TOXS RBHBEAETHERSICHER L HBENCEES KL T2 LicLy
PNT DI LB THS, — MBI, Shihb, Int. J. Can
cer 41:832—839 (1988) :Shihb, Int. J. Can
cer 46:1101—-1106 (1990) KU Shihb, kBE&H
No. 5, 057, 313iZBHEA TS, ZO—RLENIL. BbEhi:
RAKICHRBRETTHHERS Z. PR< &b 1 >OEHT I VEREZHL.
BHOEA, BR. L — MeF, SRS, XEZOMOBRAEZANL
TEHFERY) v — b RESEDAILEFATND, ZORKIE, £¥. Schi f
fHE ((3V) BARELADMN, Z0Schif (HE (13V) BESR. &
ZRTIVIGBRENTEELL, BERESHREER T ENTRTHS,

[00438]

BERY)<w—ik, T7I/FFRAFFUon, X3P EL507 I ) BRE)
LRABRYRIF FTCHBZ ENFELVE, TOMOEEMNCEHTHEIRY
v—HELXAWVWD ZENTERTH D, BRAEESEIT. BEERHICLEY
« BRAOHROLEN O DIIHALBHOMTFED L 5 R kBEKICERTS 2
EHRFE LY, BEFRY v —LOTRILERERX. 20X 5 KL TEREEES
KROMBERE XM LIRDITHAI, HIC. TI/TFHFRAPTUBHFELY,

[0049]) v .

TI/TFHA N BEEACTRERSELART 268X, REMNICRT
X2 bFURY=—, FIEHELE BEX#10, 000~100, 000DEHY
C FEROTFXAVNTUTHED, IOFFRA Tk, BIERILRESE, 2OR
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KILHBO—HBY OHEN 2L T, DEHZTATE N EEREIR S, 20
BRILIREROFIRZ L > T, Na 10,0k 527 a—ABEHEROH B3
RECEEMIC RIS, '

[0050] .
BCENETF XX PTUitenk, RUTIV, FELGL, P7IVEE
CHELLR, E2XERV e Faixi D7 I LEREEBD &3, BT
IVIE, TFLUUT IV, FubLyUT Y, RVREY AFLYTT IV
DEIRVTIVCZFLUMNITIV, XBRBYVTI DX RT7Iv, 1,
3-U73I/-2-kFuIvFasy RN, fOoE FrFo mbd7 Iy
XRBYITIvDEIRT IVEREL, TATE FERE®Schi f (HE
IR—TRERECERT AL LR BECTHILDETFXRA T VOT AT E

FEICHLTAROT7T I UAAVLRDS,

[0051] _

NaBH,, NaBH;CNQ DL RBRAZ, S chi f { HEPH
HKORTHEBEICHRHICANGN S, SRENAMGIX, BEOFA VY
ZaZ A EBTHELEREAELETSRX FSUERVBRL 2 L BTHBTHS

[005 2] ,
S TFRAMIUERBEEKMELTT I UERESEAT IO ROFE, AT
TR UT U EDRISORIICT IV ERIEERBFELERAWS Z AT
BTH3,

[0053)

TI)FHRNT U, REEHEO, FE LI, EROFR, fXE, ¥
I a~FIUAIARIA IR (DCC) it OABHEEEE B2 FEIC
LV INRRAENEEE SN EBEEOFIZLEAKLE D L T38%EDOK
H., BF. FL— MA. RERGH. OB, BOBFESOTHEEE
ERIGL, PRIfMEEERT 2, ' '

[005 4] _

EBOBRKEE LT, 7AV Y~ IRYOHEIVANAAEE, XiEY VA
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—~HRLPOLIRRYRTF FEREITINVEITATE FIESICE-T. 7I/F |
FRAIMFURBEEEREBIEL A THD L, £, TORADHEMRL LA
REVBET I/ FXA NI VDT IVERIGEETRASES 2L bART
b3,

(0055]

SR X BB HB AP —D DO X L— MEAlR, YOFTIIA
MThHD, WEHNRLOIX, =FLUYTIUNER (EDTA) RBESxF L
M7 IEEEE (DTPA) OBERITHE, ZhboFx L — MEAE, —
RIS EICEZHLTRY, Thiy, FL— MeAlzRkciT 3 2 &89
BTHB, TORREIL FIRIERVIAL VYFFUT - b 2SR, ThICE
. DTPAXIZEDTAXRBEOT IV EIKEIEZ - LRFTRTHS, X
BOBREE LT, FL— MEF LOIAFRFEXRT I Vv EE, BT
b o TOHBEEL, FOROBAICLY ., 2THESIOFRCHEIESESES
TENTHETH B,

[0056]

HNRZ D& DRy RN % BERD FETIRERIITAT 5 2 & AHER
Thd, BIZE, VBT X, YUDBFIZBWTESTHA L2, SHTAD
RS H A EX LN EERESL - T, BUSH B LANTETHS, kK, #
AW TI/FXA MOl RBECINVRTI U ERVMHTIBZZ LiX, &
NWRF L DANEXRVNVEOFERLLHBELEOT I L DBAIZI W EREN,
PHEAEEENT I ENTMERTHS, 20L& 5 LPMEEEIL. KICHER
Mt b, RTRBATI X3, MROCERARAESS L ERT S -
LB TH D,

[005 7]}

RYRSF ML, TI/FERX IS UORDVICAVEZ ERTETHS
B RYRTFF FHET, PREB500T7 IV BBRESY, FELE. 10
0—-50000D7 I /BBRELHEIHE LRTHIERLRN, PR LBV
DOTI B, VOVBEXR NS IVERERIIT AT X UVBBRETR
i olawn, VOrREODELTRY T IV, ¥R I/NVF I VBEUT R
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RIFVBOEL TR IAEXVVER, BH., B8, RSN, FL—1
LA, A TFRIEMB i, MOERR 2T B0IEER LV, BEIRKY <7
F FEEOBIZ. RV VDL, BYTAZILE. RY TARTHUE, 03t
EOHENC, Thon7 I/ BE2oMm, A, Yy, OBERYv—%
%, ARENIANEER CGREESERCTEORMIEE L 45T 3,
[0058] » -

HkR Sy & PREAE L ORI, RS ORACHES BT 5 L
L0, ELTERLETATE K (X hY) OaAR=vE, BE, BR. *L
— MbH, SRR, ®URMEHIUL, MOBRSCEMN LARICAE R
BRELTWAT SVELREAEA D LI 0 DRMICITbRS, XBIDBRE
LLT, BEBEAEL, BRI AN LB PRESRCBAShTWET S
JEEMLT, B ShERERSICHIT 22 L RTETH 5, Bkit., HxIT
« Na 1 O XIZHIORRERDH DRELH > TR, X, 2l /
47 3I=F—¥, RUHT 2 b—2A4F L& —¥ ifio THRMIC, OVFhs
KES>TEEMICERENS, TI/)FXR M7 VAKOHS, TI)FFRh
FUDETOT IVHE, BEAZATNTIOIEDRDI LT TRRY, TI5F
XA MFUOBRET IV, BEIhEFERS LESL. Schi f {HEMN
MEEHRT D, TO®, ZDSchi f { HEMMKIDETAC, BERaA
A K54 FBESEHVCEELLShS,

[0059]

BRI T, B LEFEEAVCHOREREGH 2 ENT 5, AFSH
P Y RFF R, FRRRSY OBIL SN RIS & DA D DR
BLCWAHEREY U UREZHTHONTE LV, RYRTF FRELIZHDDY
WRFVER, BERBET, HixiE. DCCTRHEELL, 7 IV 0BRME
EDORIGIWC LT I BB T B LENTRTH S,

[0060]) - )

B DOREBSHEIZ, Sephacryl S—300TCOXLliBro~< b

P57 4 =D& 5 REEROBEHEHNCRNILS,
[0061])
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BVVEX, RERSEE, EEICHERS ZIERAIEEGHL L TR8HTS
EHHETH D, —ROFIRIL, BERATEBCBLI kR Iicfhit s 2
& EBRO TN REA RO FEICENL TV,

[0062]

MOBFEREZ ZCHEA L 1L— Hlﬁﬁ‘“:ﬁﬁﬁ’?é B Liit+aEmaEn3
ThHhHY, HEERX. ERTIZL2BEHMORF—LZ2TIRT B LHT

BTths.

' (006 3]

.E&'Z}@Jﬂc‘_’ LT, BERAE S AL T ¢ FEEEHREN L TRT SR
RO UBRBRICHIT A L RTRTH B, FliE, ERBERTF M.
AERFNRTF b ERFTIOICANCORAHE—DV AT A VEEE RV TRE
THZEBFRTH S, JIOBRBE LT, ZOXIRRPFFIZ, N—RF ¥
=A3— (2-YIYDNTYFA) Fur'd B (SPDP) L3 2R -Fi
HRBFERANT, FERICHT2Z B TR THS, Yub, Int. J.
Cancer 56:244 (1994) ., ZORRESEKILIZIZWTZ—]A
REWIL, EOEWICEWTHESTHD, fixif. Wong, CHEMISTR
Y OF PROTEIN CONJUGATIONRKRWUCCROSS—-LINK
ING (CRC Press 1991) :Upeslacisb, Modif
ication of Antibodies by Chemical Me
thods, ] in MONOCLONAL ANTIBODIES:PRIN
CIPLESKUAPPLICATIONS, Berchb (eds. ), pa
ges 187—230 (Wiley—Liss, Inc. 1995) : RUP
rice, TProductionkUWCharacterization o
f Synthetic Peptide—Derived Antibodi
es} in MONOCLONAL ANTIBODIES:PRODUCTI
ON, ENGINEERINGRWRCLINICAL APPLICATION
s, Ritterb (eds. ), pages 60—84 (Cambridge

University Press 1995) #83Bonzt,

[0064]
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ERUELSZ. FEOF ¢ EIRICH BRI L, BEA 2 EHS &L
BORAWBZENTFRTHZ, Lo, b LAGEEREHESERORERS
ELTHWLRZBAE, F cF\ IRV, LML, RIS ZHERIIHE
WA O LSAIEEIRICEAT B Z LIk, TETHS, BxiE. Leungb, J
. Immunol. 154:5919 (1995) : RU'Hansenb, ¥kH
¥%No. 5, 443, 953 (1995) 28RO L, HFMICELNER
KIL#E ik, TOH%, WEAZ T T I20ICHVbRS,

' [o0065]) ' o

.EK‘%%%Mﬁéﬁkﬁﬁwﬁ§<DW%EE%%%mT6Tb55OWi
HE, RAEHESE. REREXNZXFOHRBESKAOME., V5K, UTE
DO ORAEH COFPHIZ2ER S ®H2DIC, RITF LY a—nift
FTE2DIZANOND ZEBFERTHD, 6. BEAZ RIS R UER
ANZ7E FUNEBIFiITAZ T I ZEOREEEE] 2BETHIZLANFAET
b, ZORRDEHINTE FUARBIRERSOE VP8I H>TH &V,

[0066] '

6. MABOOWN

ARHIL, —OXTEU EOHEES R UCRERGRIBREI1ORD
MEEREZAWVWAZ LEARLTWS, HHLHESSE. CD19, CD20
. CD22, CD52XIICD7 4 ¥&&+ KRS Z2AH L. MOESIL,

L ZRLORKHEO—, =, =, W, XEESLTOEMEE>TH LV, AHH
CRUT, 2, =M, 0. RCEEORRHEANDZ L BTETH S,
[0067])

ik —f A REFIRSERRES FE, YEHFIZHOh T3, X 4
E—af - 2B ORINEMAEAIZ, Boletib, Ann. O
ncol. 6:945 (1995), Nicoleth, Cancer Gen
e Ther. 2:161 (1995), Beckerb, Proc. Nat’
1 Acad. Sc'i. USA 93:7826 (1996), Hankb, C
lin. Cancer Res. 2:1951 (1996), BU'Hub, Ca
ncer Res. 56:4998 (1996) KXWFEHIhTWSE, BiZ,
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Yangh, Hum. Antibodies Hybridomas 6:12 .

9 (1995) ik F (ab ) , WARUVEBRERFTAY 783 2SH
THRMAEAERELTWS, &biZ, hLL 2—-1L-2BARAOHRKNER
1. ABYIOEA DL 5 TRHS N TN B, '

[0068])

NEBRBEFEAFTOMBEISTFN, —OXRENULORERSRUER
XiMeFEREA > ORI -BRBEEO2EI FEIX. XYEFITALRT
W3, FIXE, flk—Ya—FEF RN BRARASEAIL. Chaudhary
b, Nature 339:394 (1989), Brinkmannb, Pr
oc. Nat’ 1l Acad. Sci. USA 88:8616 (1991),
Batrab, Proc. Nat’ 1l Acad. Sci. USA 89:58
67 (1992), Friedman®, J. Immunol. 150:305
4 (1993),Welsbh, Int. J. Can. 60:137 (1995)
, Fominaya®t, J. Biol. Chem. 271:10560 (199
6) , Kuanb, Biochemistry 35:2872 (1996) ,
RO, Schmidth, Int. J. Can. 65:538 (1996) T
HENTWS, V7TV TEREREEETHAE—BRBEELIX, Kre i
tmanb, Leukemia 7:553 (1993), Nichollsbh
.J.Biol. Chem. 268:5302 (1993), Thompson
5. J. Biol. Chem. 270:28037 (1995) ., RU}, Val
lerab, Blood 88:2342 (1996) THHEIhTWS, De
onarainb, Tumor Targeting 1:177 (1995)
it. RNa s e B2 AT 2hlk—BERBEEAEBRL TS, —F, Lin
ardoub, Cell Biophys. 24—25:243 (1994) 1%
.DNase | HOP6HEAIMNE-BRMEBEEMERLE, Yo,
Wanghb, Abstracts of the 209th ACS Nat
ional Meeting, Anaheim, CA, 2—6 April, 1
995, Part 1, BIOTO005 OH#-BRMAEFTATOERMS L
LTAWbh, EA23HMELT, Dohlstenb, Proc. Nat’ 1
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Acad. Sci.USA 91:8945 (1994) 1%, Staphy]l

‘ococcusBER-APLBEIAK-SERMOBALALLE,
[o0o69]

ZO0L I RBEEORMEI AV EEROMIZ. Vv, 7TV v,
VHEXZ27Lv7—+¥, DNase 1, StaphylococcuslBER-—A
L TAYV AR IRVFAVANREG, Fu=y, UTFITER, Ya— ke
FAABER, R, Ya—FEF2RERTHS, fI2E. Pastanb, C
ell 47:641 (1986) R*, Goldenberg, CA—A C
ancer Jounal for Clinicians 44:43 (19
94) #BBOC L, NOBHABRIT, YERFAOI TV,

[0070]

7. bitk, ERAE ROBESEAOHEET v LY a v ~O/E

Y (=FLrFVa—)\) CEMINETF AT 7 FINTE )= AT IV
(PEG—PE) #AWTREILENERBROAT I/ u FHx~vA Y3y
X, ABBOHCD 2 2 RUHCD 1 RS, RBEHAHK. Y OCREES
DFHOREFBEE LTHAWVWB ZERTERTHS, =P a v, Zo0xk
BahrboTevwd, flid, VVEEOL S RUACEREENE LY 7Y
) FOXIBRMPFTHD, BERY VIEHOH/UEEE, XY Y A~_—}8
0D &5 REMEHBEAEOL AHAMREFMTEZLIZEY, BHH LN
© AERTH B, HEEREETIE. HICD 2 2HiiERS. RUHCD 1 9HuEmRsy
. REFAE, WRKBEERIX, RY (=FLrsVa-)) 2E#ELER

“EHEREESA., XY (=FLrSVa—L) —E= VAT ~N—-E F
BEFY—RIY LIV RF N (NHS—PEG—-VS) ¥AVWTER=~
NP 3 VINREDORTEICHA KL SR B,

{oo71]) . :

F7/I7 0 ORETeAY s ik, BALEL S KA SRS R
o Lundberg, J. PharmSci., 83:72 (1993) :Lu
ndbergh, Int. J. Pharm., 134:119 (1996) . i§g
BrxenPa v OBEFELRMERE, FVFLALY :DPPC: RY YA~N—}8 -
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0, 2:1:0. 4 (w/w) Th?, #FibhiZ. PEG-DPPEMIEE

BEMIZDPPERET2~8mo | %DOBRTHEMENS,
[007 2] :

EEFFL. NHS—PEG—VSONHSTZAFAERPRFTOf VT %
ARTPFINTE )—NT Iy (DSPE) OF I )ELEIIER - L THEE
%, 25umo IONHS—PEG-VS%, 1m1 07 uukir0dT40
CTO6FE, 23rmol ®DPPELS50umo 1O MV ZFATIVERE
&R T, BV=FLrrsYa—ngi (DSPE—PEG-VS) OBk
SNANT d v BEETB 7 RTFFINLE ) AT IRV =FLU Y
Y A ABRENERT B, AEESHILOLDIL, DSPE-PEG-VSiX |
. 2mo 1 %DDPPCTRE=<-AYavyhizEEhs, ZORS%®. —20
CTTORBIEEPO/SALTMIHE L, BRIZBRET CABEMRT S, VU BE
FAEBEREAK (PBS) BEMEh, Z0EA®IL. 50CIm#&h, 308
BELT v 7 2B EN, 15, MSE7n—7BEEREBBCY=/r—a
YEND, =<V a ik 4CTHBEN, 2 4RMURIESEILODIC
FAnbhadoRGE LN,

{007 3]

HCD 2 2HERNIIHCD 1 9FKD v 5 L/NREE~DES L, /IERIK
DEREEORIPEGREBIZHBEoAZRNL T+ VB LHE EOBRF +—NE
CEOMTORIEEILTITbRS, EoAVANT Uik, FA—E~OBIRY
RAy 7Y SICBIRHEEETH S, BLEPEDOPHT, VSiZ, F4—.
NEEZERETHEARZLS~2 00XBHTRHRETSTHAH, VSORIGH
i, 2 LA I REDEMNCEBAN, VSER, AP CILovEETHY, F4—1
BLORBIrLRELBEVERERS,

[0074] :

HEHRkoRnz, HikiX, 0. 2MFY 2@E#H (pH8. 7) OHT4CT
1043, 50mM2 — AN BT by /=il VBT Ehs, Exahi-i
hiX., 5 OmMEHRET LY YA TRBEL L0, 9%EMAEK (pHS5. 3) )
TYHLL7-Sephadex G—25AYUISLATRARMD2—ALHT | -
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TF )= bafEEns, TOMNRII, 280 nmT, FORKEZRE (&
Clmg/ml OFEBER1. 4LEELT) ¥ Licky,. Xix'2°1 -
FRIMMELIEREOERICEVEARENRT v L &b, F4—LVEIZ Al
drithiol (BEHEE %2HAVT343mn TORRERRRITAELERT
BHELTYRTA Y ERAVWT, BESKRS,
[0075] ,

EEBRISIK, 72T, ARBEC—8BHE PE SEECABRREK (pH
7. 4) oHhTiFbhd, BEHO=A2LT7x E4. 3045 2mMD 2 —
ANVAT I ZE ) — L THRBREYE, BRIO2 -2V bxZ ) —VRUSGHEIT

.Sepharose CL—48XW7ATOSNIu~v T30 4—IZkER -

VERAND, EEBEEIL. 75 ADEAL FEY 2— LR CHEDLR, 0. 4
S5umBET7 AN ZEBTAIZEICEVREENR, 4ACTCHRELS,
[0076]) '
SERODRIT, I —-S N L ik AVWCEHEN D, A Ya Yy
DEIRBE, FTT3ERTO (**C] DPPCORENLHESNS, REX
BEARIELDSPE-PEG-—VSOVSE~DETL L 2 08&H{kix, 8
HBBHUTIE S 5% THR Y BRTRTHS,
[0077)
8. MMRUBRABRAELETORCD 2 2HERUHACD 2 2 kD IaRasE

R

AFEHIL, ROFICD 2 2HHERTHCD 1 95k, XiZHCD 2 2HRT
HCD 1 9N 6 MARFEHEE, RVIIMESEOOHEA 2, BHKEMEEE
DERDOT=DIL—REOEBFHEDE LTHWAZE2ERLTWS, ZDkH
TRMBIIARY 2 nF—AHCD 2 2H4IIHCD 1 9FiE, RWixE/ 71
F—=AHCD 2 2HENIIHRCD 1 9HEEZ S = L BTTRETH D,

[0078])

Hiz, ZBHOBEMERIZ. W< OhDBRR-7=T ey 7 EhTWWeWnWCD 2
2V b=z bhi=® /) 20— b CD 2 25ikOREH UL, VWD
NORRSEToy 7 ERTVWARNWCD 1 9=t F—FicHi3bhit /27 nF -
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—VHCD 1 9HkDBAMESET B L ERTRTH S, £/ 7 utF—Niik
DEXMAEFRIX. = b—TA-EL@LEhEE>DTE —F%CD2 2
LicRZELE, fl%2iZ. Schwartz—Albiezbh, [The Car
'bohydrate Moiety of the CD22 Antigen

Can Be Modulated by Inhibitors of t
he Glycosylation Pathway, | in LEUKOCY
TE TYPING IV.WHITE CELL DIFFERENTIAT
ION ANTIGENS, Knapph (eds. ), p. 65 (Oxfor
d University Press 1989) #8Bozt, fitLT,
LL2HkiR=t b—F/BL#&T5, Steinb, Cancer Immu
nol. Immunother. 37:293 (1993) , o%9, £RHIX
OBRLEBTONCD 2 22 b—FRKATAE/ JuF—AHICD 2 2H
RORESYD bR D EROER2ZER L TW3, ST, 2ok 5 RESHIT.
T b—7A, = }—FB, =¥ —FC, =¥ +—FDRVY F—FE b
LD IN—TOBIRENEDRL ELZHODCD2 22 h—F L KEET S
T/ 7uF— ARSI LNAETHD, RKIC, FBRT, P2 b
SHCD19x¥ h—FEfHETBE/ / uF—AHCD 1 SRGKDOREDH L
A IGRMR AR LT3,

[0079] '

PLCD 2 2HikEDOREESHBEMEEZRET S HEIL. YEH XA THS, —iF
W2 FER, #lziE, METHODS IN MOLECULAR BIOLO
GY, VOLUME 10: IMMUNOCHEMICAL PROTOCOL
S, Mason (ed. ) pages 105—116 (The Humana
 Press, Inc. 1992) Zie#OMo leiZXBd [Epitope
Mapping! KIVBEEhTH3, BICRHEMIZIX, CD2 2 k—
BRUEEZRETIR/AM I oy T yEA(ik. Steinb, Cancer

Immunol. Immunother. 37:293 (1993), RUT
edderb, KE%¥No. 5, 484, 892 (1996) KLYBPHLH
T3, ) ‘
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[0080]

Tedder#HFid, —OXXTHULOGRE S v ) VEBEKERLKTHC
D2 2 ZEREOHEMLIFALTWS, ZhHDEREAIR, FEurY 4
1, 2, 3RUAMNRTY F—TA, D, BRUCERFhIIHETZ L%
RETZOICAVSGRE, ZOLIICLT. CD2 20t h—7HRIET, 3
BEKEHEORE /0T VBEREY RETE—EOCD 2 2 BADKEEIC X
VRETEHZ L LELTRTHS,

[o081] o

BROFICD 2 254X 35 CD 1 9Fitkix, BHIREMIESOE— OHREHER
ThBR, 0L RAKBROADEL, BOREY Z JICRRORHEEA K
. BABEABLUHIOMBIRERERE S ZLIck Y, BHLNBZ LNTRTH
5, ZOXIRERAREETII, BHOLBRFMAERDIT. BOFCD 2 25K
XIHCD 1 9% ETARIIIRBE N IR ICHREINB Z L NTRTH S

[0082] 4

T ZICERHMOBREERDIT. EREOBMAY oE, AdETEOBRIK
Y UR, B VoA MR R UM Y o B R OISR E I TH B
"o BlXHEE. FICD 2 2HEMORUSHESHKIL, EFSHFU ) U EOERY
LRFETRE ORMFEZERTIORAVS Z L AR TH B,

{0083]

BEHET AL Lichiilf, RERSRXIIMAEEIRX. o — B OB ERA
FEHR., B —HHOBKBERMETR, v — BN OBMERNITHE, Auge rBF
TIyEH— o —RTFEBRRTIPEFHES, LIXEFOMIRICLVEEETS
SRR RN DB o Th LV, BYIRBSHERM THIZ, *PAu, 2P, !
251 . 1311‘ QOY\ lSGRe\ ‘IBSRG\ 67Cu\ 2“Ar\ 213B i‘ 224Acf£
EEate,

[o084)" :

BRUZEE Sz, HsHERMTRIE. $U— MERI2N L CHERS ITHEEX

RREBATZ Z ERTETH S, FZIE, STCullEEee 1. 5EETH -
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0L, R=FRFRUHBRBBERI L0, BNREERRADLIVE
AL BN ERMERO—~2, EZ R TWA% Cuid, F1L— MEF, 55—
BETEFTIF-RADNV—FFF2FLVT I KR (TEA) 2E->TH
EELENBZLHAETHD, Medical Applications
of Radioisotopes, ] in [REMINGTON’ S PHA
RMACEUTICAL SCIENCES, 18th Edition, Ge
nnarob (eds. ), pages 624—652 (Mack Publ
ishing Co. 1990) 23BTTF&WN, X, Vi3, ERE~—FHa
FERETHN, 200V, VxFLU YT IVTER (DTPA) A0
THRERANEETH L NTETH B, Fiz, 13 | ChHEkRS R EERAE
FRMEDTHDHYEIX, Steinb, Antibody Immunoco
nj. Radiopharm. 4:703 (1991) ZXvHBIhTWS,
[0085]
F, ANRT DL RRURMAMIE. LR UL S ICHRERDICHITS
ZEMBTETH D,
[0086]
HFELWREHGARVBEEAR. FlERSE TN, #CD 2 2HERS X
I35 CD 1 9k L RERBFOBEREEEIETDH, ZZIKAVBRTHS
£o, TREREH) OREL. A A, @MRERERT. EEBEER
F (TNF) X532V 074 by, RBS 2 —nfxy BIZE, AV
#—of%r—1 (IL—-1) , IL—2, IL—3, IL—6, IL—10,
EUCIL—-12) ok52E0EF. av=—EATF @lE, FEhRkaa=
—HIHETF (G-CSF) RV, @Rk~ ury—Yau=——f¥RF (GM
—CSF) . Av¥#—7xury BAxiE 4% —7za0r—a, — 8, R
—y) . IS1AF) LA ENERMREERF. =) RufsxF RO
oy RRA = F &Gt BULZARERGHALHOMIIZ, IL—2, IL—6
.1L-10, I1L—-12, A% —7=xznr—y, TNF—a. 258,
X. BEBREIX. BORCD 2 2HAXIIBROFCD 1 9HilE, ¥ITHRRE X
NE3YA r A OEEEZT, ZOVA bha ik, BOFCD 2 2HEAERIX
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BOVICD 1 9 OB E DR, ABIIRICREShBZ LRTARTHS, ¥
AMBAUE, EF] gG1HEDF c k. h LL 2 ZFETIHR, RS
THZLIEY, BESHERLRIHROHHT7 2 ¥ —Ml, ADCC/NK
. DEHELLERERD D,

[0087]

- R ERTHAERAERUHE -2 ERTABST O, 888HkE
BAOMIRICEET D2 FEE2HRM L, BEEARICEVWLTHICERATH D, REH
BRIV A bPhA UBRIT, YEEZI A THE, Flzif. Klegerma
nb, [LymphokinesRkUMonokines, | in BIOTE
CHNOLOGY&UPHARMACY, Pessutob (eds. ), pa
ges 53—70 (Chapman & Hall 1993) #3Rozt
o PIELT, A —Txua/ik, BeoMRETGEIZHD 7 TR 1 MBESE
FROBBRAOBMKEZHBETIZ LICL, HRORMAHEETSZ EANTETH
D, H-oT, MEESEET Y v RICLSMBOBRRELE/HIZ ENTETH
%, BElLX, TNF—a® k&5 REFHEERFIEZ. DNANALZHBRTHZ L
&Y HIREEEDREZELS EEXHRTVD,

[00838]

SEHA KRR URAEAORNOE » DHRZBLERENL, F4 teda
VRAE—R, TAXFAANT 3+ F— b, =baYyuLT, WY TEL, ERE
&, Y IDUEREE, Y VR REWE, cERRFT7 bRy,
B&RAIsEk, SAEVREEZET, BYRLEHRERIZ, REMINGTON
'S PHARMACEUTICAL SCIENCES, 19th Ed. (
Mack Publishing Co. 1995) R(¥, GOODMANRW
GILMAN' S THE PHARMACOLOGICAL BASIS O
F THERAPEUTICS, 7th Ed. MacMillan Pub
lishing Co. 1985) itBBAEhTWS, %ﬁ&ﬁ%ﬁjo;ﬂgﬂﬂo)
HE 2 ERERII Y EHF BN TH B,

[0089]
Hiz, Fﬁ%kﬁm&ﬁﬁﬁAWm %Eﬁﬂx&éﬁ%ﬁ%@A%kﬁAé
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RO LRIVBILEDBARTHD, TREICEBREORA 74 Y DEOR
HEAR MO BREIARIT. BRICEDZDEZUTAZ LIZLY, Hlx
BELEZVRRLEYVT2OIRAVLRTETWA, BRTHE., ZhIRRN,
HRRIGR, LA ER (Jor id (eds. ), PHOTODYNAMI
C THERAPY OF TUMORSKUWOTHER DISEASES (
Libreria Progetto 1985) :van den Berg
h, Chem. Britain 22:430 (1986) s#HEhTW3, &
biT, &/ 2 o—FAHKE, RREREERT 57010, KEHLEREES
s¥bhl, Mewb, J. Immunol. 130:1473 (1983)

R¥EHICELD, Cancer Res. 45:4380 (1985) :Oser
of fb, Proc. Nat’ 1. Acad. Sci. USA 83:8744
(1986) :A¥EHFICLD Phtochem. Photobiol. 46 :
83 (1987) :Hasanb, Prog. Clin. Biol. Res. 2
88:471 (1989) :Tatsutabh, Lasers Surg. Me
d. 9:422 (1989) :Pelegrinb, Cancer 67:25
29 (1991) o LAL., THhHDOUHOBIRIE, NRSREGH. Fichilk
OWA XXEAOFER. 28T dhotz, - T, REHIL, REHFINIZA
RO OB HPBFTHEEROEROERAZ LR L T3, EREOSRRIERIEIL.
BICROGBAEAE T IAERTEEL LT, fiCD2 0fik, HICD5 2RV
X CD 7 AR ORBFRE DL 6T, HiCD 1 9IRERTHCD 2 2Hik
ThEThOBRETHAINDBOMACD 2 2HRERVBROHCD 1 9HifkTCo%k
FIERE ST, HiCD1 9IHERTHICD 2 04ifki%, YEHAMTHD, #i
ZiZ. Ghetieb, Cancer Res. 48:2610 (1988)

Hekmanb, Cancer Immunol. Immunother. 32
1364 (1991) :Kaminskib, N. Engl. J. Med. 32
9:459 (1993) :Pressb. N. Engl. J. Med. 329 :
1219 (1993) :Maloneyb, Blood 84:2457 (19
94) :Pressb, Lancet 346:336 (1995) :Long
o, Curr. Opin. Oncol. 8:353(1996) 283RD-&,
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{0090] '

B OERRIBWTIE, BBREFIX. BOMCD 2 2HMEIBOCD 1 9Hik,
RO/ 3B Ha R iIBaEa %, ERNesbliEL L bic, B
h3, MxiE. TCVB) (1. 5g/m23 70742773 F, 200~4
00mg,/m?= bHVF, RU150~200mg/ m* IV hxFy) i3, #
BOR Y U AERERT A DAL ARLEETHE, Pattib, E
ur. J. Haematol. 51:18 (1993) , tho@elArg5byE
(LR AR, YREIANTHS, AxiE, Freedmanb, [

Non—Hbdgkin’s Lymphomas], in CANCER M
EDICINE, VOLUME 2, 3rd Edition, Holland
Hb(eds.), pages 2028—2068 (LeakUFebiger

1993) 280z &, HILLT, FRZ L —FOIEKRIX Y 3 lRiE
W3- D0E—HROLBREMBEEKITI. C-MOPP (¥7874+R77
IR EVIVRFY, FaspaiPy, ROV R=Y/ V) R, CHOP (
a7 FR77 IR, FREYAEY Y, BrIYRFL, RUBISL =Y Y)
Pal, HRRBHAROERENREEL m—BACOD (A bLrst
—k, TSy, REIAEYY, IuT3+RT773IR, EVIVRF
V. FEFRAEV v RRuf aR) y) Chi—F, BORESHARERD
. MACOP—-B (AhbbFE—F, FXYAEYY, a7z X773I N
ELZIRFU TRy, TrFeL Y RTRALaRY ) ThB,
ERDABRLERL, 72 VBRRUT 0 RS F U~ 1 Thd, FlREHR
BT, EFREERNR VYA M VA OmFR, KREICHES T, Hik, &
FEEE, IMEEALHIREESND, YA b, (LRRENESR, &
Uik, REESEXRBEERYL, A2 3EBTHXR—HIcRETHZ &
BAETH 5, ’

[0091)

—fic, RESNBHCD2 2RUHCD 1 94itk, HiCD 2 2 RHACD 1
IS, REEABRUBAEAORERIT. BREDOER. KhE. 8. &
B, —ROREZEHRE. RULUROEREO L 5 LERICL Y ET S, 18 -
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BIzit, RIRKB T, BERZEFT258, LyvzU b, 8kZE1pg/k
g»b10mg/k g (BAR/ BEOCEKE) ¥ COMBAOHIERSY. REES
., RBBEBEAOREERHETAZ ENFELLY,

' [0092] ,

BECHT ISR, REHEAE, RIBESEAORER, #RkE. BRE
. BEEERNIE. RNE. R THE. BEENE, 8RR, RO T —FTA 250
TAEEIIEBEORBRNERNTHS, BREAZEHCTRET AR, BER,
CEREARVE, HEXRBER—F L2 TH LW,

~ loo93s]

L MEHIT, RELABEZOMSEIBRTERBBET 22 &0 0, BIRERH

FRLBERXZBRUTIZLIZESVTWS, LaL, BikEEIX, TR0
NEMREVCHNEHRTOZ M) v 7 AN L2080 A) Tk V#HIBRE L
3, Bz, EOAY 7k, BMEEIC L 3EEAFEORY ARICINWLT
v EVBERBRETHD, VU BRIHENLTEERICHES T LR M
HELAT I, RTERXEHANEROL > 25, BWR) v EOrF—
FTHER L BBRED LSRR Y "AREERLE L, UV BEIERTIFRAR
FRERET D,

[0094)]) _
HELLIR, BOHCD 2 2RfXidBoRCD 1 9fifkit, —®EIZHE 2

T 0~15003IV/5L0EEAREET, HEXIBVELEROMIZRES

h3, RENIC, |OHCD 2 2HEIIBORCD 1 9fifkiz, —HEIZOx.
20~10003 Y /S L0BERT, XX, —®EIZDS2E20~5003V7Y
FLADEERT, X3—BREIZ2&%20~1003IV 7500 ERTHESN
%

[D095])

ERUZE S, FEARIN, BORCD 2 2HAEERSUIBOHCD1 94
ERAVBRBER AR E X IHEEARES CTHRENIERFELEELRLT
W3, —OEFTiE, BOHCD 2 2HAIBOFACD 1 9FEKIR, EAED
BT _~WEL7HCD 2 2 3R CD 1 9MEXIIMA L kickE5E sh 3,
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ZoHoREL LT, BORCD 2 2HEGIBOFCD 1 95Kk, BRED
BHET L LIHICD 2 2 — YA M4 U RFEFEERITHRCD 1 9 —H 4

bAoA RBERAEK L I REEND, ZOoBDOREL LT, BORCD2 24
EXBROFCD 1 97, BHEET ~MEERTVWARWHCD 2 2 ¥ 1 b
I A CREFEEIIACD 1 9 -3 A b A o Rk L ickEENS,
B —SUL L RERaEO MERE) WHBLT, FEL2EE5RI, 15
2540mC i OEETHDZ . BHLFELHEIZ. 20~30mCiThH5
o RREIC, Y — AL L ERBBAROFE LWRERIZ, 102630
mC i OBEATH L —F, HOLFELEHIX, 102620mC i THD, F¥
LWHAEKERDIX,  UVADLL2F/ 7u—FiAHk, $ASOLL 24#&, &
Ve MELEELL 25286 T3L L 2iKiCHRT A RERUA 2810,

[0096])

BTN ERROEOOFRURMANH EAT LBERE2ET 5 R8808&
. BERBROFET, BRELELTTHAS, L L, PHEFBRENRTDI
DENCEREIC L > THRE > TWRWAFHSENHEELT 2 CRHOORFH T
b3, 7T IR T, TOREESEKIIESTIHEEACVTMEIRBZ &
NEERTHD, ZO—RL2FRBORBALE I DI, KEHFFNo. 4, 6
24, 846%3BRBOZL,

[0097])

BEMOXRY Ry —bABEEELENEHRCD 2 2 XM CD 1 9RERS.
REEAE, RUBSEOIL, BEADOFERICE-> T, NAWL LTEEA A 2E
BOERAMT I ERTRTHS, FRCELY, BWRAOERIL. BAHNTE
BHIHFEShABELOREHIZENS, bL, BERAEISERDOREIZTH
25 6. Ml BENCHFAShBHEEK) THE, LEbhTWa, £
o) CEEREL L - ABRAEAKR, BEHRBFREShBKO—FITH S, i
OEE)BE&T, YEEFICAMTHB, LXIE. REMINGTON’ S PH
ARMACEUTICAL SCIENCES, 19th Ed. (1995)
PBRBO L, ‘

[0098]
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BROBOIDHIZ, FEHEY CUIRERSE /MEEL) RUEENIC
HESNHAKIIHROICHRE L OTERT, BEREShD, BEIKKE-
T, AHEROORERAE,/ BEBARUVEFNICHR SRk E 0fn
AR, bL, BESNIEFEHENZRERHIEE. THAENCHRE
bbbt © BHEENBLEDRTVS, Ak, b L, SBRAEOLEREIC
BWT, RETERRELE2ZOEENRLEOTIBS, ABENICEERHD, =
HIZELT, Ak, b LEOFESENEEHIROREREZ L ELTRE. £
BEMIEELD B,
[0099]) » _

FrDEFREFHEN, MRS ACHERS . REBSE. XiEeES
OERRSERB L HIET 220V b5, FIEKRHANSIL, RV ~—%28
wrﬁw&ﬁ\ﬁﬁﬁéw\XﬁﬁéﬁE%ﬁ%W&ptb&%éﬁé:k&ﬁ
LTRSS Z BB THD, fil, £EESEORY =—iF, =FL v —
— Vo VBRI ESEO< M) v 7 A, RFT Y VBT RERTEAAF VBOR
VEKDFEEHSED M) v 7 XA %E8Y, Sherwoodbh, Bio/Tec
hnology 10:1446 (1992), 20Lk5k<vh) v ZAnbO
uEmRSy CUIRBBEHE) OREEEIL. BAOHTR. v b w7 ZAROH
BHS/ REREE/ BEEADOR, RUSEEKRTFOREESCLS, Sa
‘ltszmanb, Biophys. J. 55:163 (1989) : RBER
® SherwoodbiBHtlL FOMHOEWMREFERKZ, REMINGT
ON’' S PHARMACEUTICAL SCIENCE, 19th ed.
(1995) CHRHEh TV,

{o100] '

AZHIX, X, AEREAN, HEHRCHEBANE, XRERTBRINAE
BHRIRRO, HicEmAEEO, BHELHIELEY, BRELELY, RidkBEIEs7x
HDIFEENDHRRMOGEL bER LTV D, RERMROMBIERIL, HBE
ALEMADOTHERIC &> T, HRBESNOZHOROEREE2TRRICT S, &biC
. RERESA OB, B5ERHBTIEHESAIELEY, BRLE
. XidBBEREVTDZLNUAERTH D, HEHATERICE L ERGRA O
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#lix,. G-CSF. GM—CSF, burvfEHfxzF>, IL-1, IL—-3,
IL—1222%8, MBNRRERGHEROFEIX, Goldenger
g, KEH¥No. 5, 120, 525 LVBREhTV3,

[0101]

P, BABXLI—21, 6x10°TU/kgTH—FRELT. XiT
. 18x10°1U/m%/d0EERTIEREAL LTRIRPICEE LTSI
o Weissb, J.Clin. Oncol. 10:275 (1992), X.
CMBEBRIIL—213 12x10°I UDBERTHTIRESELTHEY, Vo
gelzanghb, J. Clin. Oncol. 11:1809-(1993),
B, INF—y#%1. 5x 10°UDKRERTCHETIKRELTHEWY, Lie
nardb, J. Clin. Oncol. 10:52 (1992), BizX, N
adeaub, J. Pharmacol. Exp. Ther. 274:78 (1
995) R, TAF/VFIMIBWTHEORAELIL-12 (42. 5 pg/
kilogram) OBIRABRERINF—y LRV LR EHEZLERLT
w3,

[0102])

BRI L—28AIXPROLEUKIN (Chiron Corp. /Ce
tus Oncology Corp. :Emeryville, CA) KU\
TECELEUKIN (Hof fmann—La Roche, Inc:Nut
ley, NJ) 2#8¥%, ACTIMMUNE (Genentech, Inc.
South San Francisco, CA) I, BLZINF—vyRYA
Th b,

[0103]

ZDESI—BICHASNEEZRRIX, UTOEFEMZBRICZLT, BicE
SIEBRENDITHA I, UTOEEFIIFAZHNTERINWLTRY, &%BH
ZHIRT DL 2ERT 3 bOTHAW,

[0104])
T 1 '
YRR CEREICEREY v EEET HREORK
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BERE- EORKMRSEETEY v EYE LTS, BE2COPRE .

WT, BANROBERH . 7y Akic, BEIX. CDABRRERT, REFR

ISEBRDHoT, LAL, 157 ARCAER, BTHOY VA HECHEEEL

DT ARICEROERRIChE3 Y v AABORE, KEEicbhb-58,. H

. BEE, BROY AEEE, WNCHREARSB Z LBNEHELE (0RE)
[0105]

BERETOH%, E MELZLL 2%/ 70— HEE BV SR e L7s
o 634mgdt MELL 2HM&EEZABFICHIRER Lic, ZOBRKRIE. Z0EY
OEFHENT, 6. 13, BLU20ABAVEShE, RERBEOEBIC
. hLL2OMBEIE, 389. Tug/mlThHY, BRFES5D1 » AKIZIX
hLL20mi#EiZ186. 5ug,/ml Chol,

[o0106] _

hL L 2OEKREEDS » AIZIZ. BERRIFLCTAF vy i3, VUE
DOHFENES . EMESHEE L., FRERRENZ LE2TRL, BOTITRo A
7 4 VEBBOCD 2 0 RUCD 304 A 5—FH I —¥Rt % B
MEFHOREX. BFRICY VR BOBREEZRE 2oz, h L L 2 TOBRKEID
MEEHOEHR %2 BABIIL, TRIR% 2 » A RS T 55220 LTV e,
BR% 5 y A CR/IROEE BHRAFHHRA L, BREUTORITTET,

{0107]
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CHOPRM L CREESBENVSER DD, 75 ARICBEIBHBEL L b
KEREROMERELZ T, 10y BRICBEIM, Fluc, RO L3
BERTHERL, BE%Ri tuxanDEBERERY 4EAVCIHERLE, BE
IR tuxaniRHUTEIISERD o722, ZOKEIR3 » ARLTL
PREE L2 ofs, BEREOE, Ri tuxanZAWVWE2HEORKIZS $

AT, BERM. FRIC. ROV L EEECEARD Y LB A ET 5
xRN (0B 8) ., ‘ :

' [0110] _

_ﬁ%‘iﬂ:%@f&\ b MELELL 2E) 7 a—FaAditks Auvi-iaRe s L
o BERS556mgDE MELELL 2%/ 70— k2 BIRNICESEA
L7z, BWRIZZOPEOEBRRCHENTS, 12, RU'1 9RBIEYRENT:,
BRBEEOEKZOh LL 20M#HEIX279. 8ug/ml ThHY., BERBESED
1y A%OhLL20MHEIZ99. 1ug/ml Tholk,

[0111]

BRATOBEDC T AF ¥ ik, ZO0OMOBEBENREFRI. 96 cm?,
4. 83cm® RU4. 6 cm®’THBILERLE, hLL2OBEKEEH1
rBBODBEOCT AX v Ui, MOBRNENENO cm?, 1. 21 cm?,
CRU0. 81 cmAIBMA LI LER L, hLL 208#BE5%4 5 AT
i, CTRAF ¥ VIS SORBBEAFN0 cm? 1 cm?. BRKO c m2icHR
LT EEFRLE, :

[0112] _

BHEOMPICBITAEERBRKIZ. ELLBRD LTV, 2RIBGL
Ri tuxanifRO¥NWEBbND, BE% 1 » A%, IEEZBMRSE/D
BREHALE, ERIZLTORICTERTWS,
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HAZ2LEIIET D £ <V o e dl, TOWRTH., CHOPx 6T5% A
HEMEL 2D, BIOCHOPx 6 a—ATiEEL, D-MOPPx 27T6 4 AMH

- OEELEFERERY, EHMBMBEBHEL A LE-CVB T4y ABDESH

| RERABLR T, BER. WERUERY LI C TRUMBELE
NCHEWREERBLEY VEEET S,
[0117] _

BEIX. 50mgDE MELZELL 2E /) Zu—FAHgEEo2A0, 50, 9
A, 1208 &HEE22HEMBHERBRONS Z LR BERESZTS, 3EBH%D
FMERREHOME TIX, BLF6 0%DORNETELRBELBHLY, —F., &0iE
AUAFo MO CT A% % T, BBOT7 0%DELVRINb -, BikE
1 0@ B I TN BHRIE TE, MRERCER CEBOBEX 2 o7, L
RKHFHROERBIBREENZVWOT, BERZLERORBIZHD LLREND
o 10~12:EMEBOEBIMAE CII R L bIER%K1 6 y ARMOTERME®
BLTW3, : '

[0118]

EHif) 4 R

B KA AL ) v BE BT 2 BEDPCHOPRUhLL 2 %AW
| ToifE
BERE- UERAIRAEREITEY N ERE L TRY . BRI A X VEE,
© BOMOEEL OO Y A EIMERR, RUMIEILEBIAFERE (LDH)
DLERZETHEDOLLRWFHEZ b S LBEENhD, BEIXICHOPIZE N
. 3F A I NOBEHRIC, BANISENEEA TORS < OB OHIERBO
HHCTEBEENS, LiL, HROKXWEARL, AL, mMPLDHZE
ALEEETHD,

[01189]

CHOP®D3¥A 7 VALHMARE, 8FWZ50mgok MeLEZLL2E/
su—FidifkE 1, 5, 9, Rl 2B ECEBEATS, OhLL 20D
WAOBAEIX, CHOP:2 b LAV A INMHHL TRV RIS, BEPICMLTE
LDHVAMVE, EXERICE DD, CHOPRUGhLL2D3Y AL I7VEDT -

_45_



yAHIC, ERCHIREVEREOCTRAF ¥ 13, ZOROI0%EBLDIEBE
BERT. 10~1 2BMEOERER. HHE9 » AR LIcboTES
HERERRT S, '

[0120]

EHH 5
BRI REEITE R Y B R E T AREOh LL28LUhLL 2 —
1L 2%BWEHEE

AR KM SEEITEY o EXHEREIR, IHDO5 A4 (CHOP) {t
FRERV_FEBOT A (m—BACOD) {LHRBEISETE2, ZBHO
F4 AeFEE (MACOP —B) X5 L fihkevy, ZERB DT A {LFHRE
DFET®. BETEHICHEEERR, KR&RMOBE, M2AREARLEY v
REEHEL OWMLIcFES, BEIXEOHRS50mgDE MEL=LL2%2, 5
v 9. BEU1 2R BREREAIND, ZOBAEER, 2BHEIC 48/
EBaEhd, BHESE, hLL2HEFRICHRISEL, BHOKEEL/NEL RS
o LU, B O/BEIIIETMBNTTET, MBoXE JREIFLACROER
Bahiv, 28MHEBOKL L 2HEFEAHEHCEHFIZ. 10mgNOhLL2-
IL2AEBRTORKLRIT 3, FEOHBRKROBIZRBOKE SICHEERMELD
BHo, ¥, ETEIAOhLL 2/hLL 2— 1L 2IAROKICREESIIAZH
KR 2D BEBIXEICRE NP LTV, EBROETIZ6 » AR LEE
Zhigvy,

[0121]

BIRL7=Z Lid. BEQOHFBREHBEZBRIZLTWIN, AEHBEFOLS
KHIBENARWI L 2B AN LS, BREN-EHFIBRICEL OLEESREN
2, £, ZOEEREBAOHHAAICB W TRENDZ L3—BOYEHIZ
HOB/LOIN, THRUTOHRBCEEINILOTHS,

[0122]) : _

ZOWPRMBCER LELTOTITY. SHrniiz. ARMAMNEET I YEED
BEL~L2RTLOTHS, Zhb s DPTHEUHEHERIL. theh
M, BRI HOEBIZ, EOLEREDRIIIASHh, ThE0LTOFITHR

-46-



CHRIFHEIL. APMEOTRO—E L SN b,

_47_



[EERHERE]

INTERNATIONAL SEARCH REPORT e © sl Apptication No

PCT/US 00/12583

18T CAGIK30/305 " RoIK38/19  AGIP35/00  //(AS1K39/395,38:19)

-| Accarding o Itemational Patent Classification (IPC) or to both natiors! and PG

B. FIELDS SEARCHED

i todl d by ola s Paprey

by

Minimum documentarlion searched (ck
IPC 7 COK A6IK

Doty

[ Y, 0 the sxtsnt Nat Such dxaEments are Nduded In the fields saarnsa

Electronk: data bese consLited during e Inismational asarch (name of data base ard, where practicsl, search tenms used)

BIOSIS, EMBASE, WPI Data, PAJ, EPO-Internal

€. DOCUNENTS CONSIDERED TO BE RELEVANT

Category * | Citation of t with hd where of the rlevert passagea Relevant to ciaim No.
X S KIESEL ET AL.: °Removal of cells from a 1-3,6,
malignant B-cell line from bone marrow 10,12,
with immunomagnetic beads and with 15-20
complement and immunoglobulin switch
variant mediated cytolysis.”
LEUKEMIA RESEARCH,
vol. 11, no. 12, 1987, pages 1119-1125,
XP000929566
Oxford, GB
table 1
figure 2
X w0 98 42378 A (IMMUNOMEDICS, INC.) 6-10,
1 October 1998 {1998-10-01) 12-21
the whole document
)

m Further dosumerts arefisted i the contiruation of bax C. E Patort tamiy mambers sre dsted in anrex

* Special categories of cited dooum H

' i T" later documet p after e d fiing date
or priodly date .ﬂndhomﬂ;du‘lhlho appiontion but
chod toundamtard $he principle or theory undedying the

amnmmmammmume art which is not
acngidered to bo of padiaslar rdevarce

citation or other spocial reason (as specifiad)
0" dooumen relering Lo an oral disclosute, use, exhibiion of
other meana
P dnu.mmwblmadnlwlohmernﬁmd fling date it
than the priomty date daimed

E* eatiar documant but publishad on or ater he imermatanal o the cieimed iruention
fling dats Canndl e considered noval or CAINOt be ©

“L" dooument which may throw doutts on pdotity olaim(o) or - Invaive an inventive otep when the dosument Js token alone
Mimhutvd o establich the publicetion date of another 4.

Y & ont of park the claimed inventi

cannot be congidered to invdive an inventiva stap whan the
with one or alher sich dooti-

hmmﬁ:.ﬁmmhlmbdmmma parcon ekilled

8 dacument mermbar of the came patsm tamily

Dets of the oatual compietion of the intomational esarch Oato of mailng of the Intamutional ceardch repart
28 July 2000 18/08/2000
Name snd msling addresd of the ISA Authorizad officer
%anv ﬁm P.B. 5810 Patenttaan 2
1 zitglf%ammnalmmd N001j, F
Form PCTASAZIO (second shoat) (July 1992)
page 1 of 3

_48_




INTERNATIONAL SEARCH REPORT

It Appiication N
PCT/US 00/12583

C.(Continustion) DOCUMENTS CONSIDERED TO BE RELEVANT

Catogory ¢

Cltation of docurrient, with indication,whoro appicpriate, of tha relevant passagas

Ralavani to claim No,

X

W0 99 02567 A (BOARD OF REGENTS, THE
UNIVERSITY OF TEXAS SYSTEM)

21 January 1999 (1999-01-21)

example 2

claims

0. PRESS: "Prospects for the management
on non—Hodgkin's lymphomas with monoclenal
antibodtes and immunoconjugates."”

CANCER JOURNAL FROM SCIENTIFIC AMERICAN,
vol. 4, no. suppl. 2, July 1998 (1998-07),
pages S19-S26, XP000929567

usa

table 1, esp. antibody LLB (CD19)

US 5 686 072 A (UHR ET AL.)

11 November 1997 (1997-11-11)
examples

claims

D. MALONEY ET AL.: "Phase I clinical
trial using escalating single—dose
infusion of chimeric anti—-CD20 monoclonat
antibody (IDEC-C2B8) in patients with
recurrent B-cell lymphoma.”

BLOGD ,

vol. 84, no. 8,

15 October 1994 (1994-10~ 15), pages
2457-2466, XP000906990

New York, NY, USA

abstract

WO 96 04925 A (IMMUNOMEDICS, 'INC.)
22 February 1996 (1998—02-22)
examples
claims
M. GHETIE ET AL.: “A combination of
immunotoxins and chemotherapy can cure
SCID mice of human B cell tumors.”
THE FASEB JOURKAL,
vol. 8, no. 4, 15 March 1994 (1994-03-15),
page AS05 XP002143869
Bethesda, MD, USA
abstract 2025

6,10,11,
22,23

10,12,
17,19

2,3,10

12,13

17-21

Farm PCT/IBAR210 {contimution of gecond sheet] (July 1062}

_49_

page 2 of 3




INTERNATIONAL SEARCH REPORT

inte lonai mn&m No
PCT/US 00/12583

C.(Continuation) DOCUMENTS CONSIDERED TQ BE RELEVANT

Category * | Citation ol dacument, with indicetion, whare appragxiste, of the felevent passagas

Relevant to dlaim No.

A D. FLAVELL ET AL.: "Systemic therapy with
3BIT, a triple combination cocktail of
anti-CD19, -CD22, and -CD3B-saporin
immunotoxins, is curative of human B-cel)
lymphoma in severe combined
immunodefictent mice."

CANCER RESEARCH,

vol. 57, no. 21,

1 November 1997 (1997-11-01), pages
4824-4829, XP002143874

BaTtimore, MD, USA

abstract
A R. FRENCH ET AL.: "Response of B-cell
1ymphoma to a combination of bispecific
anttbodies and saporin”

LEUKEMIA RESEARCH,

vol. 20, no. 7, Ju1y 1996 (1996—07), pages
607-717, XP000929562

Oxford, GB

abstract

figure 1

A C. RENNER ET AL.: "Monoclonal antibodies
. in the treatment of non-Hodgkin's

lymphoma: recent results and future
_prospects.”

LEUKENMIA,

vol. 11, no. suppl.

Apri) 1997 (1997—04) pages $55-S59,

XP000929563

Baltimore, MD, USA

page S56, left-hand column, line 20 - Tine
52

P,X J. LEONARD ET AL.: “Epratuzumab, a new
ant1-CD22, humanized, monoclonal antibody
for the therapy of non—Hodgktn $ lymohoma
(NHL): phase I/II trial results.”

BLOOD,

vol. 94, no. 10 suppl. 1 part 1,

15 November 1999 (1999-11-15), pages
923-93a, XP000929541

New York, NY, USA

abstract # 404

17-20 -

14-16

1-23

6-8,12,
13,15,16

Form PCTASA/Z10 {conttountion of sscond cheet] (uly 1892)

-50-

page 3 of 3




INTERNATIONAL SEARCH REPORT

njomation oa patent famlly mambers.

In  lonal Agpileation No
PCT/US 00/12583

Patent document Publication Patont family Publicetion
clted In seanch repon dats member(s) date
W0 9842378 A 01-10-1998 AU 6761098 A 20-10-1998
i EP 0969866 A 12-01-2000
IA 9802438 A 04-11-1998
WO 9902567 A 21-01-1999 AU 8296098 A 08-02-1999
US 5686072 A 11-11-1997 NONE '
WO 9604925 A 22-02-1996 AU 3272695 A 07-03-1996
CA 2195557 A 22-02-1986
EP 0771208 A 07-05-1997
JP 10508231 T 26-05-1998
us 5789554 A 04-08-1998

Forn PCTITSAQT0 {patens tarmlly annex) [y 1392)

-51-




Ty bR—=UORE

(51)Int.C1. 7

BANES FI

A6 1K 31/475 A6 1K 31/475
: 31/519 31/519
31/573 31/573

31/675 31/675
31/7048 31/7048

38/00 35/02

38/21 37/02

. 51/00 37/66

A61P 35/02 _ 43/00

B)EEE- -  EP(AT, BE, CH, CY,

DE, DK, ES, FI, FR, GB, GR, 1E, 1
T, LU, MC, NL, PT, SE), OA(BF, B]J
, CF, CG, CI, CM, GA, GN, GW, ML,

MR, NE, SN, TD, TG), AP(GH, GM, K

E, LS, MW, SD, SL, Sz, TZ, UG, ZW
), EA(AM, AZ, BY, KG, KZ, MD, RU,
TJ, TM), AE, AG, AL, AM, AT, AU,
AZ, BA, BB, BG, BR, BY, CA, CH, C
N, CR, CU, CZ, DE, DK, DM, DZ, EE
, ES, FI, GB, GD, GE, GH, GM, HR,
HU, ID, IL, IN, 1S, JP, KE, KG, K
P, KR, KZ, LC, LK, LR, LS, LT, LU
, LV, MA, MD, MG, MK, MN, MW, MX,
NO, NZ, PL, PT, RO, RU, SD, SE,; S
G, S1I, SK, SL, TJ, TM, TR, TT, TZ
, UA, UG, US, UZ, VN, YU, ZA, ZW

-F#—Ah(B%E) 4C084 AA02 AAO3 AA12 BA44 CA62

DAO1 DA12 DA13 DA14 DA15
DA18 DA21 DA22 DA23 DA24
DA28 MA17 MA21 MA66 NA14
ZB272 IC752 '

4C085 AA14 AA15 AA16 AA25 AA26

* AA27 BB36 BB43 BB44 CC02

CC13 CC22 CC23 CC24 CC29
CC32 DD33 DD34 DD35 DD62
DD63 EEO1 EE03 6G02 GGO3
GG04 GGO5 GGO6

4C086 AAOl AAO2 CBO9 CB21 DA10
DA35 EA11 MAO1 MAO2 MAO3
MAO4 MA17 MA21 MA66 NA14-
ZB27 IC75 .

4C206 AAO1 AAO2 DA17 HAO3 HA26
MAO1 MAOZ MAO3 MAO4 MA37
MA41 MAS6 NA14 ZB27 ZC75

-52—

Fera} (B5)



	2007-05-23 Foreign Reference

